Bristol-Myers Squibb
Pharmaceutlcal Research I nstitute
eton, 03’4; 49%0 609252?000 ‘

12,

Re: Docket No. 980-0077, CDER 98 182 Draft ‘Guidance for Industry; Clinical
Development Programs for Drugs, Devices, and Biologica Products Intended for the
Treatment of Osteoarthritis (OA)

Dear Sir/Madam: .
Reference ismadeto FDA' sissuance of draft Guidance. for Industry; Clinical
Development Programs for Drugs, Devices, and Biological Products Intended for the
Treatment of Osteoarthritis (OA) (Federal Register Vol 64: Doc. 99-18031, July 15, ]
1999). This notice requested that written comments or suggestions be submitted to FDA
within 60 days of publication. The purpose of this|etter is to provide comments on this
draft guidance document.

Bristol-Myers Squibb is a diversified worldwide health and personal care company with
principal businesses in pharmaceuticals, consumer medicines, beauty care, nutritionals
and medical devices. We are aleading company in the development of innovative
therapies for cardiovascular, metabolic, oncology, infectious diseases, neurological
disorders, and joint replacements.

The Bristol-Myers Squibb Pharmaceutical Research Institute (PRI) is a global research
and development organization that employs more than 4,300 scientists worldwide. PRI
scientists are dedicated to discovering and developing best in class, innovative,
therapeutic and preventive agents, with a focus on ten therapeutic areas of significant
medical need. Currently, the PRI pipeline comprises more than 50 compounds under
active development. In 1998, pharmaceutical research and development spendmg totaled
$1.4 billion. For these reasons, we are very interested in commentmg on this proposed
Guidance. T

Bristol-Myers Squibb is supportive of the FDA initiative to draft clinical- guidance for
development of products for treatment of osteoarthritis (Ok). We have reviewed the
draft guidance. Our comments and suggestions are listed below, with reference to the
section numbers of the draft guidance.
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. Use of Preclinical Models

We_‘recommend‘that the guidance be rev1sed to encourage mclusmn of
y data with potential biomarkers or surmgate endpoints(ie; 1m%g -

egmh%ques, tissue biopsies; serum Jomt or urine fluid conet[mems)

1 ,m d from 0@ animal models, speg;ally 1f similar markers or

4L Rl et R

tly identifies the ‘tili"t)?f’

of pharmacodynamic moae R@W?imscré"éﬁm or

potenttal tox101ty “associated w1th the product However the .

recommendation for parallel assessment of therapeutlc actiy

toxicity appears impractical given the differencesin’ study endpoints
and the range of doses investigated. Wealso note that toxicology
models are typically selected because of the broad historical’
background data available on the species and/or strain being used and
rarely would be the same ag nharmacodvnamic models-used to -
evaluate OA products. We recommend"'that the ref
assessments of activity and toxicity” be dEleted fr'omv he guxdancew

V. Osteoarthritis Measurements; Structure

« Radiographic (x-ray) evaluation remains a limited tool to measure
structural changesin the joint, due to difficulties both in standardizing
patient position and interpreting OA progression based on an image
from a sngle plane, Therefore, the measurement of joint-space-
narrowing (JSN) via x-rays provides only limited value and may not Y
reflect the complicated biological processesinvolved in the :
progression of osteoarthritis. We recommend that the guidance be
expanded to encourage the development and the use of better tools that
reflect all elements of the joint involved-in the anatomical
deterioration. The guidance should note the utility of emerging MRI
technology and its promise in measurmg structural change in‘joints. ™

V.  Osteoarthritis claims =~ ..~

o The guidance regardlng the approvab hty of a claxm fox “delay m )
structural progression” should be clarlﬁ@d w1th respect to the ’
concurrent data required demonstra
symptoms”. We also recommend revismn of the second paragraph
under section V.B. and mcorporatlon of this text mto the 1ntroduct10n

to section V,
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o The guidance on data to support delay in structural progression is
specific to data demonstratmg ‘effectiveness in ]omt-space-narrowmg
(INS). No other techniques appear accepiable beside planar x-rayin_~ .

" 10ted above, we recomnygﬁ;{gi that thisportion ~~

¢ eneralized to include data from other. imaging

mq tratngmg preventmn of structural damage/mest tof

age/repair of structural damage, based on adequate

Syt

maging techniques. Emerg mgWI technologies offer "

d imaging includin ing g spatial vision of joint elements, and

e s ole size requirements versus those required in studies =
evalu 01 N. Siructural efficacy demonstrated fora

minimum penod (ie. 1 year)“oh&fﬁe basis of an MRI surrogate can be

further validated in Phase IV trials.”

. o The requirement for aminimum reduction of 50% in structural
progression vs. control is extreme,, We recommend that the guidance
specify a smaller reduction (eg. 30%) if shown to be clinically
meaningful as determined by adequate and well-controlled clinical
investigation.

« The-draft guidance suggeststhat a claim for the “prevention of the
occurrence of OA” using symptomatic and radiographic criteriain new
jointsin patients with OA or in individuals at risk to develop OA is
posshle. We agree there- will likely be challenges in resolving
assessment issues for designs capable of properly validating this claim,
and in defining the term “new OA.” Despite these challenges, BMSis
in favor of further discussions between FDA, industry, and academic
investigators to address these issues and to develop more definitive
guidelines surrounding thisclaim.

VI.  Trid Designs and Analyses

o The draft gwdance correctly identifies the need to adjust the p-value
used for the primary and secondary analyses when-multiplicity is~
present. This may be due to muthple ;gnmary variabl es/endp0| nts,
multiple comparisons of treafments, fepedted evaluation over time, -
and/or interim analyses. In trials with mpltlple primary endpoints, the _ -~ -
ICH-E9 guidelines note that the extent of intercorrelation among the . . -
proposed primary variables should be considered in evaluating the
impact of Type-l error, Therefore, if the purpose of the tria isto
demonstrate effects on all primary variables, there is no need for
adjustment of the Typel error.
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Regardless of whether there is a single primary endpoint or multxp
prlmary endpomts ‘with or without adjustment for a Typc—I erro it
dr sary to adjust f5r one or more secondary

o the prlmary objecuw or

) secondary ochctlvcs Secoc,c (

ay be 1nd Vidually (ested Tor SIEMTICANCE WithoUt

“*‘g‘% Justment 'S0 long as the prunary vanable(s) 18 (are) shown to be

BRI B0 0

Vgggﬂrfﬁrgpe on Harmwmsatlon, Guldance on
Wca‘ y. eparhnen{o o
VAMDocketNo 97D-0174, F‘cdeﬂﬂw o

Register Vol. 63, No 17,:; 998.

e Thedraft guidance |dent|f|asthe p0551b111ty of a' categoncal ratl ng
(akin to ACR20 in RA)” for OA 3as a means of determining product
effectiveness. We agree such a categorlcal rating should be useful.” We
are awate that F DA/NI ”-“sponsored joint govegnment/acadcmla/
mdustry initiative is underwav to fify E‘i“nosmbly vahdate such a
rating for OA. We recommend that the guidance be changed o nofe
current efforts in this regard and to encourage the use of validated
rating methods.
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« Asnoted in comments above, MRI imaging techniques hold the
promise of identifying the effect of aproduct on the complete signal |
joint. We recommend that FDA assemble a joint government/
academialindustry panel including statisticians to identify a credible
index of joint structure to be used to measure and analyze structural

change.

VII.  Assembling the Evidence —

o Ifthe recommendatlon of the Arthritis Advisory Committee is,

accepted andthe gwdance is changed to 1dent1fy separate OA claims ™
' rnf? the

a"'-




Page 5

Bristol-Myers Squibb appreciates the opportunity to comment on this draft guidance and
Id be pleased to work with FDA in addressing the very important issues presented in

AT 1

ft gundance.
o

~ Senior Vice ] President ,
Worldwide Regulatory Science Worldwide€tinical Development
and Outcomes Research . and Life Cycle Management

-
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